Decreased expression and aberrant hypermethylation of the SFRP genes in human gastric cancer.
Expression of secreted frizzled-related protein (SFRP) genes is silenced by aberrant methylation of the promoter region in several cancers. SFRP genes have recently been mapped on chromosome 8p12-p12.1 (SFRP1), 4q31.3 (SFRP2) and 10q24.1 (SFRP5), respectively. Interestingly, the SFRP family genes are located where the frequent LOH have been shown in gastric cancer samples. Methylation status and expression of SFRP genes were investigated in gastric cancer cell lines and surgically resected specimens. A significant decrease in the expression of SFRP1 and SFRP5 was observed in gastric cancer compared with corresponding normal gastric tissues. The SFRP1 gene was hypermethylated in all 35 cancer tissues and corresponding non-cancerous tissues, as well as all seven gastric cancer cell lines, whereas SFRP2 gene was methylated in 83% of cancer tissues and 69% of normal epithelium, and SFRP5 in 43% and 54% of the same groups, respectively. Although gender, age, tumor size, pathological type, depth of tumor and TNM stage were not significantly correlated with the expression of SFRP genes, a significant decrease in the SFRP1 expression score was observed among gastric cancer with lymph node metastasis. These results indicate the possibility that SFRP1 and 5 genes function as tumor suppressors, the down-regulation of which not only contributes to carcinogenesis but is also associated to some extent with the metastatic potential of cancer cells.